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Stents Farmacoldgicos
Trombosis — 5 anos

n=1748

Ravel, Sirius, C = Sirius, E = Sirius

RAVEL, SIRIUS, E-SIRIUS, C-SIRIUS

3.0% -
- CYPHER Stent (n=878)
2.5% - Bare Metal Stent (n=870)
2.0% - 1.3% (11) HR 2.19[0.76,6.32]
o After 1 year 0.6% (3) p=0.13
6 vs. 0, p=0.02 =
1.0% -
0.5% -
0.0% T T T T )
0 365 730 1095 1460 1825
Number at risk Days
BMS 870 853 838 815 781 258
CYPHER 878 857 833 807 77 260

3.0%

2.5%-

2.0%-

1.5%

1.0%-

n =3.503
Taxus I, I, IV, V, VI

TAXUS I, TAXUS II, TAXUS IV, TAXUS V, TAXUS VI

— TAXUS Stent (n=1755)
Bare Metal Stent (n=1758)

After 1 vear
11 vs. 3, p=0.02

- |
0.5% 1.4% (23) HR 1.54 [0.80,2.96]
1.0% (15) p=0.19
0.0% T T T T T 1
0 365 730 1095 1460 1825
Number at risk Days
BMS 1756 1693 1649 1091 348 288
TAXUS 1753 1690 1637 1071 828 272

Stone G. N Engl J Med 2007;356:998-1008



PCl1 FOCUSED UPDATE

2007 Focused Update of the
ACC/AHA/SCAI 2005 Guideline Update

for Percutaneous Coronary Intervention
A Report of the American College of Cardiology/American

Heart Association Task Force on Practice Guidelines

Table 14. Updates to Section 6.2.1: Oral Antiplatelet Therapy

2007 PCI Focused Update

2005 PCI Guideline Update Recommendation Recommendation

Class |

In patients who have undergone PCI, clopidogrel 75 mg For all post-PCl stented patients receiving
daily should be given for at least 1 month after bare- a DES, clopidogrel 75 mg daily should be
metal stent implantation (unless the patient is at given for at least 12 months if patients
increased risk of bleeding; then it should be given for are not at high risk of bleeding. For post-

a minimum of 2 weeks), 3 months after sirolimus ‘ PCI patients receiving a BMS, clopidogrel

stent implantation, and 6 months after paclitaxel

should be given for a minimum of 1

stent implantation, and ideally up to 12 months in month and ideally up to 12 months
patients who are not at high risk of bleeding. (Level (unless the patient is at increased risk of

of Evidence: B)

bleeding; then it should be given for a
minimum of 2 weeks). (Level of
Evidence: B)

King 1l S.B. J Am Coll Cardiol 2008;51:172-209



Stents Farmacologicos

1st
Generation

Stainless Steel

Evolucion Tecnologica

ond
Generation

Cobalt Alloys

Xience V®
and

Xience  Element™

Prime®

3rd 4th
Generation Generation
ION™/
TAXxuse  PROMUS
Element™
Stent Stent

Platinum Chromium

Polimero de Acido Polilatico
Bioabsorbible



SPIRIT II/1I1/IV e COMPARE Trials

Analise Conjunta de Dados

n =6./89
== EES (n=4,247

ol —pES(nzsey  HR:060[0.48,075] | —EESp=4247  HR:030[019, 0.47]
= P<0.001 ~ PES (n=2,542) p<0.001
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Kedhi E. Eurointervention 2012;8:599-606



Duracion de la DAPT
Estudios Randomizados

3 months

6 months J

OPTIMIZE EXCELLENT

ITALIC

ISAR SAFE
>24 months

OPTIDUA

DAPT _\
ARCTIC
PRODIGY 12 months J
DES-IATE -«

SCOORE
24 months J




Doble Agregacion Plaquetaria
¢, QUE camino seguir?




Meta-analisis DES
Estudios Randomizados 306 mvs 12 m

TABLE 1 Main Characteristics of Randomized Trials Included in Meta-Analysis

Study (Ref, #) n Primary Endpoint Design Follow-Up DAPT Duration (Months) Primary Endpeoint Results

EXCELLENT (13) & months Cardiac death/MI/ Noninferiority 1yr 6 vs. 12 Noninferiority demonstrated
(n=722) ischemia-driven TVR
12 months
{n=721)

OPTIMIZE (12) 3 months Death/MIfCVA/major Moninferiority 1yr Noninferiority demonstrated
(n =1,563) bleeding
12 months
(n =1,.556)

PRODIGY (156) 6 months Death/MI/CVA Superiority 2 yrs Superiority of 24-month DAPT

(n=751) not demonstrated
12 months

(n = 750)

RESET (14) 3 months Cardiac death/MI/ST/TVR/ MNoninferiority 1yr Noninferiority demonstrated
(n =1,059) major bleeding
12 months
{n =1,058)

Palmerini T. J Am Coll Cardiol 2015;65:1092-1102



Meta-analisis DES
Estudios Randomizados 306 mvs 12 m

HR;0.58;95%CI:0.32-1.03;
p=0.06

Mortalidad Infarto Sangrado >

T T T T T T T T T
180 270 360 180 270 360 180 270 360

Days Days

Survival Free From Cardiac Death
Survival Free From MI
Survival Free From Major
Bleeding

-“—-‘;*';—L—————u

HR;1.11;95%CI:0.86-1.43;

HR;0.66;95%CI:0.46-0.94; p=0.44

p=0.03
Sangrado total : Trombosis MACE

Survival Free From ST

Survival Free From Any Bleeding
Survival Free From Cardiac
Death, MI, ST

1 1 T T 1 1 T T T T 1
0 90 180 270 360 90 180 270 360 180 270 360

Days Days Days

Short DAPT — — — Long DAPT

Palmerini T. J Am Coll Cardiol 2015;65:1092-1102



DAPT STUDY

12 vs 30 meses

11 Paises 452 Centros n =9.961
12 meses pos ICP SF ¢/ DAPT non presentaran MACCE, Nueva

Revascularizacion, Sangrado Moderado o Severo

n =4.941
Placebo + AAS 18 m

n =5.020
DAPT 18 m

Desfecho Eficacia — Trombosis Definitiva/Probable e MACCE

Desfecho de Seguridad — Sangrado Moderado/Severo (GUSTO)

Mauri L. N Engl J Med 2014;371:2155-2166




DAPT STUDY
Co-Primary Endpoint - MACCE

Primary Analysis Period
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Mauri L. N Engl J Med 2014;371:2155-2166



DAPT STUDY
Co-Primary Endpoint

=== Thienopyridine
=== Placebo
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Mauri L. N Engl J Med 2014;371:2155-2166




DAPT STUDY
Componentes del Endpoint
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Mauri L. N Engl J Med 2014,;371:2155-2166



DAPT STUDY
Endpoint de Seguridad
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Moderate or Moderate Severe BARC Type 2 BARC Type 3 BARC Type 5
Severe

m Thienopyridine (N=4710) m Placebo (N=4649)

Mauri L. N Engl J Med 2014,;371:2155-2166



DAPT STUDY
Endpoint de Seguridad

Mauri L. N Engl J Med 2014,;371:2155-2166



DAPT STUDY
MACCE - Subgrupos

Factor N HR and 95% Cl Interaction P

< 75 Years N=8929 i ¢ s 0.22
>=75 Years N=1032 : ; :

Male N=7435 o 0.46
Female N=2526 i

No diabietas N=6924 Absolute Reduction NNT

Diabetes N=3037 SES 2.6% 38
ZES 1.3% 76.9

No Risk Factors for ST N=5162
Risk Factors for ST N=4799 PES 3.9% 25.6

EES 02% 500
Clopidogrel N=6500 . oy oo

Prasugrel N=3461 . : : |

Sirolimus N=1118 ; 4 )
Zotarolimus N=1264 ! ; : 0.048
Paclithel N=2666 ; : :

Everolimus N=4703

01
> € — >
Continued thienopyridine better Placebo better

Mauri L. N Engl J Med 2014,;371:2155-2166




DAPT TRIAL

Conclusiones

La duracion de la DAPT por mas de 12 meses proporciono:

Una reduccion en la taja de MACE y trombosis de los stents as costas de

una elevacion significativa de 61% en los sangrados moderados/graves.

Ocurrio una fuerte tendencia a una mayor mortalidad (non-cardiaca). Una

substancial parte de este aumento debido a los sangrados.

Una significativa interaccion entre los tipos de stents y la taja de MACCE
sugiere que estas observaciones pueden non ser validas para los stents de

segunda generacion.



Estudios DAPT
Meta-analisis - Mortalidad

10 Estudios ICP con SF n =31.666

HR (95% CI) Weight Events,
(%) group 1

Study
ARCTIC-Interruption, 2014 1-32 (0-49-3.55) 303 g/624 7/635

DAPT, 20141 — 075(056-102) 3300  74/4041  08/5020
DES-LATE, 2014¥ : 071(0-45-110) 1485  32/2514  46/2531
EXCELLENT, 2012° 057 (0-17-1-95) 109 4722 7721

ISAR-SAFE, 2014 0-66 (0-27-1.63) 367 81997 122003

ITALIC, 20147 1-14 (0-41-3-15) 85 8912 Jra10
OPTIMIZE, 2013 i 095 (0-63-1.45) 1707 4371563 45/1556
PRODIGY, 2012™ ] 0-91(0-61-137) 1817 45751 A9750
RESET, 2012° i 0-62 (0-20-1-88) 236 51059 471058

SECURITY, 2014' 1.00 (0-37-2-66) 305 8682 8717
LV: (1*=0-0%, p=0-93); p value for ES=0.02 0-82 (0-60-0-08) 100-00 236/15765 287/15001
0-82 (0-69-0.98)  100-00

D+L: pvalue for E5=0-02 Shorter DAPT betté¥| Longer DAPT better

Palmerini T. Lancet 2015;385:2371-82



Estudios DAPT
Meta-analisis - Mortalidad

Cardiacdeath

Study
DAPT, 2014"

DES-LATE, 2014"

EXCELLENT, 2012®

ITALIC, 20147

OPTIMIZE, 2013’

PRODIGY, 2012*°

RESET, 2012°

SECURITY, 2014'¢

LV: (1’=0.0%, p=0-85); p value for ES=0.52
D+L: pvalue for ES=0.52

Non-cardiacdeath

Study

DAPT, 2014%

DES-LATE, 2014"
EXCELLENT, 2012

ITALIC, 20147

OPTIMIZE, 20137

PRODIGY, 2012%°

RESET, 2012¢

SECURITY, 2014'¢

LV: (’=0.0%, p=0-71); p value for ES=0.006
D+L: pvalue for ES=0.006

HR (95% C1)

1.04 (0.70-153)
068 (038-123)
067 (0-11-3-99)
1.67 (0-40-6.97)
090 (0-55-1-49)
092 (0-53-158)
050 (0-91-273)
1.64 (0-41-6.59)
0-93 (073-1-17)
0.93 (073-117)

HR (95% CI)

0-47 (029-076)
0-68 (0:34-1-37)
050 (0-09-274)
075 (0-17-330)
1.07 (0-50-2:28)
0-90 (0-49-1.65)
073 (0-16-3:26)
0-60 (0-15-2.42)
0.67 (0-51-0-89)
0.67 (0-51-0-89)

Weight
(%)

35-40
1569
1.68
2:65
2179
1814
1.86
2.81
100-00
100-00

Weight
(%)

Events, Events,
group 1 group 2

52/4941  50/5020
19/2514 282531
27722 3721
5/912 3/910
29/1563  32/1556

25751 277750
2/1059  4/1058
5/682 3717

139/13144 150/13263

Events, Events,
group1 group 2

22/4941  48/5020
13/2514  19/2531
2(722 4/721
3/912 4/910
14/1563 1371556
20/751 22(750
3/1059 4/1058
3/682 5717
80713144 119/13263

01 - 2 3 §
Shorter DAPT better Longer DAPT better

Palmerini T. Lancet 2015;385:2371-82



Estudios DAPT
Meta-analisis — IAM Y Sangrado

Myocardial infarction -
HR (95% CI) Weight Events, Events,

(%) group 1 group 2

Study

ARCTIC-Interruption, 2014™ o+ 1.04 (0-41-2-62) 301 9/624 9/635
DAPT, 2014" | 1.94 (1.55-2-44) 5033 198/4941  99/5020
DES-LATE, 2014" S 143 (0-80-2-58) 756  27/2514 192531
EXCELLENT, 2012% : 1.86 (0-74-4.67) 3.05 13/722 7721
ISAR-SAFE, 2014% — 093 (0-44-1.97) 461  13/1997  14/2003
ITALIC, 20147 $ 1.50 (0-42-532) 161 6/912 4/910
OPTIMIZE, 2013’ 1 117 (077-176) 1516  49/1563  42/1556
PRODIGY, 2012® ! 1.04 (0-60-179) 867 261751 25750
RESET, 2012° 0-50(0-91-272) 075 2/1059 1/1058
SECURITY, 2014'¢ 1.06 (0-53-2-16) 525 16/682 15717
1-V: (P=29-3%, p=0-17); p value for ES<0-0001 1.51(128-1.77) 100-00 359/15765 238/15901

D+L: pvalue for ES=0.01 <> 134 (1.07-1-69)

01 - 1 23«5
Shorter DAPT better Longer DAPT better

Majorbleeding 2
HR (95% CI) Weight Events, Events,

(%) group 1 group2

Study

ARCTIC Interruption, 20147 ‘ 0-15 (0-02-1-20) 1/624 7/635
DAPT, 2014" 0-57 (0-43-075) 72/4941 129/5020
DES-LATE, 2014% - 071(0-42-1.20) 24/2514  34/2531
EXCELLENT, 2012* ) 050 (0-09-2-73) 2722 4721
ISAR SAFE, 2014 : 0-80(0-21-2-98) 471997 5/2003
ITALIC, 20147 013 (0-01-130) ; 0/912 3/910
OPTIMIZE, 2013’ : 071(032-1-60) 10/1563  12/1556
PRODIGY, 2012™° L 038 (0-14-1.07) 57751 13/750
RESET, 20127 0-75 (0-17-3-35) 2/1059 6/1058
SECURITY, 2014'¢ ~+- 0-51(0-16-1.59) 4/682 8717
1-V: (P=0.0%, p=0.83); p value for ES<0-0001 058 (0-47-0.72) 124/15765 221/15901
D+L: pvalue for ES<0-0001 0.58 (0-47-072)

Palmerini T. Lancet 2015;385:2371-82



BMJ : BRITISH MEDICAL JOURNAL
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BMJ. 2015; 350: h1618. PMCID: PMC4410620
Published online 2015 Apr 16. doi: 10.1136/bmj.h1613

Optimal duration of dual antiplatelet therapy after percutaneous coronary

intervention with drug eluting stents: meta-analysis of randomised controlled
trials

Eliano Pio Navarese, associate professor of medicine and interventional cardiologist 212 Felicita Andreotti, associate
professor of medicine and cardiologist,2* Volker Schulze, interventional cardiologist,’2 Michalina Kotodziejczak,
research fellow, 24 Antonino Buffon, associate professor of medicine and interventional cardiologist .32 Marc Brouwer,
director of research and cardiologist,f'-2 Francesco Costa, research fellow.® Mariusz Kowalewski, research fellow 27
Gianfranco Parati, professor of medicine and cardiologist,® Gregory Y H Lip, professor of medicine and cardiologist %2
Malte Kelm, professor of medicine and director of department,’< and Marco Valgimigli, associate professor of medicine
and interventional cardiologist®

10 Estudios Randomizados n =32.287
2 Comparaciones
| — Short Term < 12m vs 12 m

Il — Extend > 12 mvs 12 m



Comparacion Short o Extend vs 12 m
Mortalidad CV y IM

No of events/total
Shortterm 12 month 0dds ratio (95% CI) 0dds ratio (95% CI)
Cardiovascular mortality M:H, Wred
. 0.66 (0.11 to 3.99)
ITALIC?® 26 : 1.67 (0.40 to 6.99)
OPTIMIZE®* i ¢ /1606 0.91 (0.54 to 1.50)
PRODIGY7-28 3 1.00(0.57 to 1.78)
RESET?” 2/1059 4/1058 ; 0.50 (0.09 to 2.
SECURITY® 6/682 6/717 i 1.05 (0.34 to 3.
Total (95% CI) 68/5977  72/6013 0.95 (0.68 to 1.3
Test for heterogeneity: 40, df=5, P=0.92, 1’=0%
Test for overall effect: 31, P=0.76
Extended 12 month
DAPTIO12 50/5020 524941 0.95 (0.64 to 1.40)
DES LATE?"?1 28/2531 19/2514 1.47 (0.82 to 2.64)
Total (95% CI) 78/7551 71/7455 1.09(0.79 to 1.
Test for heterogeneity: x*=1.50, df=1, P=0.22, I’=34%
&Z=0.50, P=0.62
Shortterm 12 month
13/722 7/721 : 5.9 1.87(0.74to 4.
ISAR-SAFE?? 13/1998  14/2007 11.9 0.93 (04410 1.
ITALIC?® 6/926 41924 3.4 1.50(0.42t0 5.
OPTIMIZE?* 4971605 42/1606 34.9 1.17(0.77to 1.
PRODIGY7-2% 28/983 30/987 25.0 0.94(0.55to 1.
RESET?” 2/1059 4/1058 ; 3.4  0.50(0.09102.73)
SECURITY® 21/682 19/717 . 15.4 1.17(0.621t0 2.19)
Total (95% CI) 132/7975 120/8020 100.0 1.11 (0.87 to 1.43)
Test for heterogeneity: x*=3.00, df=6, P=0.81, I’=0%
Test for overall effect; z=0.84, P=0.40
Extended 12 month
ARCTIC-Interruption’ 1% 9/645 9/641 : 0.99 (0.39 10 2.52)
DAPTIO12 99/5020  198/4941 0.48(0.38 to 0.62)
DES LATE*®#! 19/2531 27/2514 : 0.70(0.39 to 1.26)
Total (95% CI) 127/8196 234/8096 i 0.53 (0.4 2 to 0.66)
Test for heterogeneity: x’=3.16, df=2, P=0.21, 1’=37%
Test for overa . P 00
0.01 0.1 10 100

OR 053’95%C|036_092 Favours short term Favours
k

or extended DAPT 12 month DAPT

Navarese E. BMJ 2015;Apr 16. Ahead of Print



Comparacion Short o Extend vs 12 m
Stents Trombosis

No of events/total

Study Shortterm 12 month Odds ratio (95% Cl) Weight Odds ratio (95% Cl)
M-H, fixed (%) M-H, fixed

Definite or probable stent thrombosis

EXCELLENT?#? 6/722 1/721 j 3.1 6.03(0.721050.24)
ISAR-SAFE?? 5/1998 412007 - 12.4 1.26 (0.34 10 4.69)

ITALIC?® 3/926 0/924 1.6 7.01(0.361t0 135.85)
OPTIMIZE? 13/1605  12/1606 : 37.0 1.08 (0.49 t0 2.38)

PRODIGY’+%¢ 10/983 9/987 —- 27.6 1.12(0.45102.76)

RESET? 2/1059  3/1058 9.3 0.67(0.11103.99)

(
SECURITY® 3/682 3/717 j 9.1 1.05(0.21t05.23)
Total (95% Cl) 4217975  32/8020 : 100.0 1.32(0.83t0 2.08)
Test for heterogeneity: x*=4.20, df=6, P=0.65, 1’=0%

Test for overall effect: z=1.18, P=0.24
Extended 12 month
ARCTIC-Interruption?1® 0/645 3/641 : : 0.14 {(0.01 to 2.74)
DAPT1? 19/5020  65/4941 ~ 3 0.29(0.17 to 0.48)
DES LATE?®2! 7/2531 11/2514 : 0.63 (0.24 10 1.63)
Total (95% C1) 26/8196  79/8096 | 0.33 (0.21 10 0.51)
Test for heterogeneity: x’=2.43, df=2, P=0.30, I’=18%
Test for overall effect; 2=4.98, P<0.001

OR 0.33:95%CI:0.21-0.51 S - - s~
Favours short term Favours

or extended DAPT 12 month DAPT

Navarese E. BMJ 2015;Apr 16. Ahead of Print



Comparacion Short o Extend vs 12 m
Sangrado y Mortalidad Total

Mo of eveatstotal No of evests/votal

Study Shocttorm 12 monh Odds rathe (95% CO Weight Odds ratie (95% CO) Study Sherttarm 13 month 0dds rathe (95% CI) 0dds ratie (95% CO
M-H, flaed (%, M-H, flxad B4, fixed = B-H, fixed

EXCELLENTY 01 N 0,50 ( EXCELLENT a2 7N I 5.7 Q570097 1.95)
ISAR-SAFE™ 4/1998 513007 ¢ ¢ ISAR-SAFE™ 8/1998 1212007 ——;— P53 047 10.2710 1.64)
MALC™ 0926 31924 ¢ 7 TALC™ 81926 71924 —— 7 1.04(0.41103.16)
OPTMIZE™ 10/1605 14/1606 ! 0 : J oPTMIZE™ 43/1605 45/1606 —o— W0 095063 to 1.46)
PROCIGY "M 51983 9/987 ' PRODIGY ™ 40/983 391987 e 07 10306610 1.6
RESETY 21059 6/1058 _— 0.53 (0.07 t 1.65) peser!! $/1059 81058 : 65 042002010 1.91)
SECURITY* 5/682 8717 0.65(0.21 10 2.01) SECURITY® /632 71717 : 54 0 30 t0 2.469)
Total (5% C) /7975 49/8020 | 0.58 (0.36 0 0.92) Total (95% € 114/7975 1258020 ' 1000 091 (071 o 1.18)
Tes1 for Datarogenaity 1,90, di=6, P=0,93, V'={r% Test o BRI BNalty; 1'=1,99, =6, Pe0,92, =iy

Tost for overall affact: 2=2,21, P=0.02 Tast Sor overall ffact: =069, P=0.49

Extended 12 monh Extonded  12month
ARCTIC-Interruption® "™ 71645 1/641 0 700 (086 to 57,24) ARCTIC-Inteamyption'™** 71645 9/641 : 19 077002910 2.08
DAPTIN® 11975020 734941 162011 w 2.17) DAPTIONY 98/5020 74/4941 644 131009710 1.78)
DES LATE™ ! 34/2531  24/2514 : 141 (084 o 2,39) DES LATE™?! 46/2531  32/2514 75 144093 10 2.26)
Total (95% €O 160/8196 8 162 (1.26 10 2.09) Total (95% CB 151/8196  115/8094 ' 0.0 1.300(0.00 10 1.66)
Tast Sor hatorogenaity: y'=1.25, =1, Pe(),54, Pl
Tost for overall oiTocr: 2=2,12, P=0.03
( 0.1

OR 1.30:95%ClI:1.02-1.66 Juweurs short tem

or extended DAPT

Sangrado Mortalidad

Navarese E. BMJ 2015;Apr 16. Ahead of Print



OPTIDUAL TRIAL
Diseno de lo Estudio

n=1398 58 Centros Francia Enero/2009 a Enero/2013

End of
DES insertion Randomization of patients free of the study

MACCE or bleeding

12 months 48 months

ASPIRIN + CLOPIDOGREL

12 * 3 months |
ASPIRIN + CLOPIDOGREL

ASPIRIN ALONE

Follow-up (every 6 months between 12 and 48 months)

Gérard Helft ESC/2015



OPTIDUAL TRIAL
Caracteristicas Basicas

EXTENDED DAPT GROUP n=695 |

STEMI 10.7% =
Non-STEMI 14.2%

Indication for PCI

Unstable angina 9.5%
Stable angina 34.5% ™
Silent ischaemia 19.9%
Other 11.2% .
Type of DES
Sirolimus 17.5% |
Paclitaxel y 16.0%
Zotarolimus 10.8%
Everolimus 49.2%
Other 6. 5%
Target vessel
Left main >1%
LAD 64%
31%

39%

Gérard Helft ESC/2015



Event probability (primary endpoint)

IDUAL TRIAL

noint Primario

Muerte, IAM, ACV y Sangrado >

- Extended-DAPT group

=== Aspirin group R 0.75, 95% CI1 0.50-1.28
P=0.17

765 965

Days after randomization

Gérard Helft ESC/2015



Event probability (any death)

Numbers at risk:

Extended-DAPT group
Aspirin group

Event probability (myocardial infarction)

Numbers at risk:

Extended-DAPT group
Aspirin group

OP

IDUAL

RIAL

Componentes del Endpoint

HR = 0.65, 95% Cl 0.34-1.22
P=0.18
=~ Extended-DAPT group

HR 0.65, Cl1 0.34-1.22
P=0.18

Death

= ASpirin group

400 600 800

Days after randomization

695 585 510 456
690 573 484 430

HR = 0,67, 95% CI 0.31-1.44
P =031
- Extended-DAPT group

HR 0.67, C10.31-1.44
P=0.31

Ml

- Aspirin group

400 600 800

Days after randomization

695 ¢ 509 455
690 5 404 428

Numbers at risk:

Extended-DAPT group
Aspirin group

Event probability (major haemorrhage)

Numbers at risk:

Extended-DAPT group
Aspirin group

HR =0.69, 95% Cl 0.22~2.18
P =053

Stroke

= Extended-DAPT group

= Aspifin group HR 0-69’ CI 0.22'2-18

400 600 800

Days after randomization

585 509 455
569 494 428

HR =0.98, 85% CI 0.47-2.05
P =095
- Extended-DAPT group

HR 0.98, Cl 0.47-2.05
P=0.95

Major bleeding

- Aspirin group

400 800 800

Days after randomization

695 578 501 449
690 566 4 426

Gérard Helft ESC/2015



OPTIDUAL TRIAL
Eventos Isquemicos: Muerte, ACV o IAM

- Extended-DAPT group

= ASpirin group HR 0.64, 950/o Cl 0_40.1 .02
P=0.06
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765 965
Days after randomization
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PEGASUS TRIAL - TIMI 54

Eventos Isqguemicos: Muerte, IAM o ACV

> E Primary Endpoint @

PEGASUS

)
Q
.4
o}
S
—
7))
S
o
=
e
=
©
Q
o
>
&

TIMI 54

| N=z21,162
1 Median follow-up 33 months Placebo (9.0%)

Ticagrelor 90 (7.8%)
Ticagrelor 60 (7.8%)

Ticagrelor 90 mg
HR 0.85 (95% C1 0.75 - 0.96)
P=0.008

Ticagrelor 60 mg
HR 0.84 (95% C10.74 - 0.95)
P=0.004

12 15 18 21 24 27 30 33 36
Months from Randomization

Bonacca M.P. N Engl J Med 2015;372:1791-1800



S Components of Primary Endpoint @

TIMI 54

Endpoint HR (95% CI P value

0.85 (0.75-0.96) 0.008

CV Death, M|, or Stroke 0.84 (0.74-0.95) 0.004
(1558 events) 0.84 (0.76-0.94) 0.001

0.87 (0.71-1.06) 0.15
CV Death 0.83 (0.68-1.01) 0.07
(566 events) 0.85 (0.71-1.00) 0.06

0.81 (0.69-0.95) 0.01

Myocardial Infarction 0.84 (0.72-0.98) 0.03
(898 events) 0.83 (0.72-0.95) 0.005

0.82 (0.63-1.07) 0.14
Stroke 0.75 (0.57-0.98) 0.03
(313 events) ——e R —— 0.78 (0.62-0.98) 0.03

l | | |
0.4 0.6 0.8 1.25 1.67 [l Ticagrelor 90 mg

Ticagrelor better Placebo better @ Ticagrelor 60 mg
PL* % An Academic Ressarch Organization of ‘ Pooled

Brigham and Women's Hoepital and Harvard Medical School

Bonacca M.P. N Engl J Med 2015;372:1791-1800



Bleeding

Ticag 90: HR 2.69 (1.96-3.70)

B Ticagrelor 90 m
Ticag 60: HR 2.32 (1.68-3.21) g g

M Ticagrelor 60 mg
P<0.001 ® Placebo
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TIMI Major TIMI Minor  Fatal bleeding or Fatal Bleeding
ICH
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Other Efficacy Outcomes @

Ticagrelor Ticagrelor Placebo Ticagrelor 90 Ticagrelor 60
90 mg bid 60 mg bid (N=7067) vs Placebo vs Placebo
Outcome (N=7050) (N=7045) p-value p-value

3-yr KM rate (%)

Coronary Death,
MI, or Stroke

Coronary Death
or Mi

7.1

5.8

Coronary Death : 1.1

Death from any
cause

4.7

Bonacca M.P. N Engl J Med 2015;372:1791-1800



Duracion da DAPT

Conclusiones

 En general la duracion da DAPT después de la ICP con stents

farmacologicos deberia mantenerse durante 12 m.

« Sin embargo, en pacientes con bajo riesgo isquemico y elevado

de sangrado una duracion por < 6 m parece apropiada.

 Por otra parte, en pacientes con alto riesgo de trombosis y IAM
la duracion por > 12 m parece razonable si el riesgo de

sangrado es bajo.




